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1 . I. Dr. Paul B. Fisher, am an expert in cell biology, gene identification and 
cancer gene therapy. I currently am a Professor of Clinical Pathology and Director of 
Neuro-oncology with joint appointments in the Departments of Pathology, Urology and 
Neurosurgery and am the Michael and Stella Chemow Urological Cancer Research 
Scientist at the College of Physicians and Surgeons, Herbert Irving Comprehensive 
Cancer Center, Columbia University, New York, New York. I have a Ph.D. in cell 
biology, virology and somatic cell genetics, I have held academic positions for more than 
20 years. I have as of the present time published more than 200 peer-reviewed articles in 
prestigious scientific journals, been commissioned to write several review articles and 
invited to deliver national and international seminars in my area of expertise. 1 am the 
recipient of several federally and privately funded research grants, I have served on 
scientific review committees for various Federal, private not-for-profit and international 
agencies including the National Institutes of Health, the CaPCure Foundation, The 
Samuel Waxman Cancer Research Foundation, The California Breast Cancer Research 
Foundation, The Dutch Cancer Research Society, the Italian Cancer Research Foundation 
etc. I hold a number of patents. A copy of my curriculum vitae is attached as Exhibit A. 

2. I am a co-inventor of the above-identified Patent Application. 

3. The experiments described in the specification of the above-identified 
application were performed under my direction. 

4. I understand that the Examiner has found that certain claims in the instant 
application are not enabled. In response, I offer the following information based on 
experimental findings performed under my supervision: 
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A, I would like to draw the Examiner's attention to Exhibit B. The 
experimental data shown in Exhibit B (Figure 1) demonstrates the effect of PSGenl3 
expression on a pre- formed tumor comprising DU445 human prostate cancer cells 
utilizing an adenoviral vector Ad.PSGenB. Two milUon DU-145 cells were injected 
subcutaneously into the flanks of fifteen male athymic nude mice which were then 
divided into three sets of five animals each. Tumors formed at the site of injection, and 
once these attained a volume of approximately 75 mm^ intratumoral injection with 
adenovirus preparations was performed. One set of animals were untreated (control), 
another set was injected with a control adenovirus (Ad.vec) and the third set injected with 
an adenovirus expressing PsGenl3. Injections where applicable were performed totally 
seven times over a three week period at a dosage of Ix 1 0* pfu/1 00 J virus. At the end of 
six weeks, tumors treated with PSGenl3 were approximately four times smaller in 
volume than control or Ad.vec treated tumors* Thus treatment of tumors with PsGenl3 
gene product resulted in inhibition of tumor cell grov^h as reflected by a smaller tumor 
volume in the PSGenl3 treated samples. 

B. This data is a further experimental demonstration of data provided 
in the specification showing the inhibitory activity of the PSGcnl3 gene on cancer cells 
and additionally demonstrates the activity of PSGenlS in vivo. In Exhibit B, the gene 
was delivered to a pre-formed tumor in nude mouse xenografts resulting in a reduction in 
tumor volume compared to simultaneously performed control sets. The treatment 
protocol described in Exhibit B would be considered as a form of cancer gene therapy. 

5. I hereby declare that all statements made herein of my own 
knowledge are true and that all statements made on information and belief are believed to 
be true, and further that these statements were made with the knowledge that willful false 
statements and the like so made are punishable by fine or imprisoimientj or both, under 
Section 1001 of Title 18 of the United States Code, and that such willful false statements 
may jeopardize the validity of any patent issuing firom the above-captioned patent 
application. ^^^C^ 

Dr. Paul B. Fisher Date 
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FIGURE 1: Ad.PSGenl3 inhibits the growth of DU-145 tumors in vivo. Subcutaneous 
tumor xenografts from DU-145 cells were established in athymic nude mice in the left 
flank and the tumors were injected with PBS (control) or with the indicated Ad for 3 
weeks (total of seven injections). The figure shows the tumor volume measured as 
described in materials and methods. The data represent mean + S.D. with at least 5 mice 
in each group. 

Materials and Methods: DU-145 human prostate carcinoma cells (2x10^) were 
injected subcutaneously in 100 |al of PBS in the left flank of male athymic nude mice 
(NCR""^""; 4 weeks old; -20 g body weight). After the estabUshment of visible tumors of 
-75 mm\ requiring -4-5 days, intratumoral injections of different Ad were given at a 
dose of 1x10^ pfix in 100 \xL The injections were given 3 times a week for the first week 
and then twice a week for two more weeks to a total of seven injections. At least 5 
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animals were used per experimental point. Tumor volume was measured twice weekly 
with a caliper and calculated using the formula 7i/6 x larger diameter x (smaller 
diameter)^. At the end of the experiment the animals were sacrificed and the tumors were 
removed and weighed. 

Conclusion: Intratumoral injection of Ad.PSGenlS in established DU-145 human 
prostate cancer xenografts in nude mice significantly inhibited the tumor growth when 
compared to that of control or Ad.vec (control empty adenovirus) injections. At the end 
of the experiments (6 weeks after the establishment of the tumors), the tumor volume in 
control and Ad.vec-injected animals were 637.8 ± 89.33 mm^ and 619.62 ± 77.98 mm^, 
respectively while that in Ad.PSGenl3-injected animals were 277.56 ± 39.78 mm"^ 
indicating that Ad.PSGenl3 injection resulted in significant inhibition of tumor growth. 
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